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Acute myeloid leukemia (AML) is a heterogeneous hematopoietic malignancy character-
ized by the accumulation of incompletely differentiated progenitor cells (blasts) in the bone 
marrow and blood, and by suppression of normal hematopoiesis. It has recently become 
apparent that the AML genome is characterized by recurrent mutations and dysregula-
tions in epigenetic regulators. These mutations frequently occur before the onset of full 
blown leukemia, at the pre-leukemic phase, and persist in residual disease that remains 
after therapeutic intervention, thus suggesting that targeting the AML epigenome may 
help to eradicate minimal residual disease and prevent relapse. Within the AML epig-
enome, lysine-specific demethylase 1 A (LSD1) is a histone demethylase that is found 
frequently overexpressed, albeit not mutated, in AML. LSD1 is a required constituent 
of critical transcription repressor complexes like CoREST and nucleosome remodeling 
and deacetylase (NuRD), and abrogation of LSD1 expression results in impaired self-re-
newal and proliferation, and increased differentiation and apoptosis in AML models and 
primary cells, particularly in AMLs with MLL- and AML1-rearrangements, or erythroid 
and megakaryoblastic differentiation block. On this basis, a number of LSD1 inhibitors 
have been developed in the past decade, and few of them are currently being tested 
in clinical trials for patients with AML, along with other malignancies. To date, the most 
promising application of this therapeutic strategy appears to be combination therapy 
of LSD1 inhibitors with all-trans retinoic acid (ATRA) to reactivate myeloid differentiation 
in cells that are not spontaneously susceptible to ATRA treatment. In this review, we 
provide an overview of LSD1 function in normal hematopoiesis and leukemia, and of 
the current clinical application of LSD1 inhibitors for the treatment of patients with AML.
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iNTRODUCTiON

Acute myeloid leukemia (AML) is a clonal disorder of myeloid progenitors characterized by vast 
clinical and biological heterogeneity (1). Recent work on the genetic and molecular characterization 
of AML has revealed that this disease is often associated with dysregulated epigenetic mechanisms, 
caused by somatic mutations in genes playing key functions in epigenetic regulation as well as more 
widespread epigenetic modifications caused by altered activity of epigenetic factors coopted by 
mutated transcriptional regulators (2).
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Epigenetic regulation of gene expression defines inheritable 
regulatory mechanisms that do not affect the DNA sequence. Beside 
DNA modifications, mainly methylation, epigenetic mechanisms 
include RNA-associated gene silencing and histone modifications. 
Histone proteins (H2A, H2B, H3, and H4) assemble with DNA to 
form the basic unit of chromatin, the nucleosome (3), and large 
families of enzymes have been shown to promote post-translational 
modifications (PTMs) of histones resulting in fine regulation of 
gene expression (4, 5). Histone modifications include phosphoryla-
tion, acetylation, methylation, ubiquitination, SUMOylation, and 
GlcNAcylation, and different proteins have been described to add 
(writers), remove (erasers), and recognize (readers) histone PTMs, 
thus regulating transcriptional responses in many cell types (6).

In this review, we will focus on the epigenetic eraser lysine-
specific demethylase 1A (LSD1), a lysine demethylase acting on 
histones H3K4me1/2 and H3K9me1/2 (7). The discovery of LSD1 
in 2004 demonstrated for the first time that histone methylation 
is a reversible reaction (8). After an initial characterization of the 
function of LSD1 in embryonic development, a number of studies 
have described LSD1 as implicated in tumorigenesis, and found it 
overexpressed in many solid tumors, where it impairs differentia-
tion, promotes proliferation, cell motility and invasiveness, and 
associates with poor prognosis (9–13). In the context of blood 
neoplasms, LSD1 was found overexpressed in about 60% of acute 
myeloid leukemia cases (14, 15), where recent work has suggested 
that it contributes to leukemia development and propagation by 
imposing a myeloid maturation arrest and promoting prolifera-
tion of myeloid progenitors (16, 17).

Acute myeloid leukemia patients are currently treated with 
intensive chemotherapy regimens (except elderly or frail patients) 
and stem cell transplantation protocols. However, the majority of 
AML patients still succumb to this disease because of refractori-
ness to therapy or relapse, and new therapeutic approaches for 
AML are an urgent clinical need (2). In the last decade, several 
epigenetic modulators have been developed and tested in pre-
clinical and clinical studies. Within this category, LSD1 inhibitors 
constitute a promising epigenetic approach to treat AML, and 
currently a number of clinical trials are aiming to treat refractory 
AML by blocking LSD1 activity (15, 18).

In this review, we will discuss the role of LSD1 in normal 
hematopoiesis and in AML, and describe novel therapeutic 
approaches targeting this molecule for AML treatment.

STRUCTURe AND FUNCTiONS OF LSD1

The family of human histone demethylases includes up to 21 dif-
ferent lysine-specific enzymes that modify chromatin to promote 
or repress gene transcription in a residue-selective manner. The 
larger Jumonji C family (JMJCs) depends on α-ketoglutarate and 
Fe2+ and acts on tri-, di-, or mono-methylated lysine residues, 
while the smaller LSD family consists of only two members 
(LSD1 and LSD2) (7). LSD1, also known as KDM1A, AOF2, or 
BHC110, was the first identified histone demethylase (8). It is a 
flavine-adenine dinucleotide (FAD)-dependent amine oxidase 
(AO) that demethylates di- and mono-methyl groups on H3K4 
and H3K9 and few non-histone targets (such as DNMT1, p53, 
E2F1, and HIF-1α) (19–23).

LSD1 has three structural domains that regulate its enzymatic 
activity and binding to several proteins. From the N-terminus 
this enzyme consists of a SWIRM domain (named after the 
Swi3p, Rsc8p, and Moira proteins in which it was first identified), 
a Tower domain and a C-terminal FAD-dependent AO domain 
that surrounds the Tower domain and consists of two different 
lobes (Figure 1A) (24).

A disordered area of 170 residues, which can be post-
translationally modified and promotes protein–protein 
interactions, characterizes the N-terminal extremity (26). The 
SWIRM domain follows this region and is shaped as a small 
alpha-helix that lacks the DNA-binding ability typical of other 
SWIRM domains but maintains its protein–protein interac-
tion ability (27, 28). The AO domain is the catalytic region of 
LSD1 and consists of two lobes, the FAD-binding site and the 
substrate recognition site, shaped in a more open conforma-
tion than any other FAD-dependent monoamine oxidase  
(29, 30). In the tertiary structure of LSD1, the second lobe of the 
AO domain is in close proximity to the SWIRM domain, thus 
forming a hydrophobic groove that allows LDS1 to accommo-
date a large portion of histone H3 tail, sense epigenetic marks, 
and modify chromatin accessibility thought its demethylating 
activity (Figure  1B) (31). Finally, the Tower domain consists 
of two antiparallel helices that in the tertiary structure of LSD1 
protrude from the AO domain and act as a platform for binding 
to RCOR1, a member of the CoREST transcriptional repressor 
complex (32, 33).

LSD1 exerts dual functions by acting as a transcription co-
repressor or a co-activator through H3K4 or H3K9 demethyla-
tion, respectively (Figure 2).

LSD1 as a Transcriptional Co-Repressor: 
H3K4 Demethylation
Histone 3 lysine 4 methylation is a mark of active transcription. 
In particular, mono-methylated H3K4 denotes primed enhancer 
elements, di-methylated H3K4 active enhancers and promoters, 
and tri-methylated H3K4 transcriptionally active promoters 
(34). LSD1 binds to several proteins and takes part in different 
complexes to promote H3K4 demethylation and shape chromatin 
into a repressive configuration, such as the CoREST transcrip-
tional repressor complex and the Mi-2/nucleosome remodeling 
and deacetylase (NuRD) complex (Figure 2, left panel).

The CoREST complex consists of numerous proteins, inclu-
ding LSD1, RCOR1, HDAC1/2, ZNF217, PHF21A, and HMG20B 
(35). The interaction of LSD1 with RCOR1 allows the formation 
of an H3-tail binding site that recognizes a 20 amino acids portion 
of the histone H3 N-terminal region (36, 37). HDAC1/2 is essen-
tial to remove local acetylation marks on histone H3, an event 
that promotes LSD1 demethylation activity (38, 39). PHF21A, 
the first reader of histone modifications to be discovered, senses 
unmethylated H3K4 and is required to stabilize LSD1 on its 
target regions and mediate demethylation of the surrounding 
nucleosomes (40). Most of the other members of the complex are 
much less characterized and need to be further studied.

The NuRD repressor complex is also composed of several pro-
teins, including Mi-2, MTA, RBBP, MBD2/3, and HDAC1/2. As 
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FigURe 1 | LSD1 protein structure. (A) Schematic illustration of LSD1 domains. (B) Tridimensional structure of LSD1; domains are colored as in (A). The image was 
obtained from SWISS-MODEL protein structure homology-modeling server (25).
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for the CoREST complex, the NuRD complex combines the dea-
cetylation of histone H3 and the demethylation of histone H3K4 
to repress transcription. In addition, targets of the LSD1/NuRD 
complex are often genes involved in cell signaling pathways regu-
lating cell proliferation, survival, and epithelial-to-mesenchymal 
transition in specific cell-contexts (41, 42).

LSD1 as a Transcriptional Co-Activator: 
H3K9 Demethylation
Upon specific stimulation, LSD1 can also act as a transcriptional 
co-activator. For example, following androgen receptor pathway 
activation, LSD1 demethylates mono- and dimethyl-H3K9 
repressive marks and promotes transcription of androgen target 
genes in prostate cancer cells (23, 28). Moreover, upon stimulation 
of estrogen receptor (ER) signaling, LSD1 acts on dimethyl-H3K9 
sites on enhancers and promoters of estrogen-induced genes to 
drive their expression (Figure 2, right panel) (43). Interestingly, a 
recent study by Bennesch et al. demonstrated that recruitment of 
the CoREST complex is essential for LSD1 function in the activa-
tion of the ER pathway in breast cancer cells, thus indicating that 
repressive complexes may perform gene activation functions in 
specific cell types, although further studies are needed to fully 
elucidate the molecular intersection of the ER pathway and 
CoREST complex activity (44).

LSD1 ROLe iN HeMATOPOieSiS

Since its discovery in 2004, LSD1 has been increasingly described 
as a gene regulating crucial cellular and organismal processes, 
ranging from embryonic development to adult tissue homeostasis 

and cellular differentiation (8, 33). First, LSD1 is highly expressed  
in embryonic stem cells, while being downregulated during differ-
entiation, and in vivo genetic deletion and loss-of-function gene 
trapping of LSD1 causes impaired growth and a developmental 
arrest at an early stage of embryogenesis, due to the regulation of 
key developmental factors by LSD1 (45, 46).

Within the hematopoietic system, many studies have demon-
strated that LSD1 is a critical regulator of normal hematopoiesis 
and leukemogenesis. LSD1 has a crucial role in regulating 
hematopoietic stem cells (HSCs) maturation and differentiation 
at different stages of development.

Role of LSD1 in embryonic Hematopoiesis
During embryonic development, HSCs are generated in two 
waves: in primitive hematopoiesis, hematopoietic and endothelial 
cells share a common progenitor called the hemangioblast, while 
in the definitive wave of hematopoiesis, HSCs develop from the 
hemogenic endothelium through a transdifferentiation process 
known as endothelial-to-hematopoietic transition (EHT) (47). 
In the hemangioblast, LSD1 downregulates Etv2, an important 
inducer of endothelial differentiation, thus promoting the expan-
sion of hematopoietic progenitors (Figure 3) (48). Later, essential 
molecules in the generation of HSCs are two transcriptional 
repressors, GFI1 and GFI1B, which are highly expressed during 
EHT. These proteins display at the N-terminal region a 20 amino 
acids SNAG (Snail/GFI1) domain that resembles the histone H3 
tail. This region is methylated by the specific lysine-methylase 
SMYD2 thus promoting LSD1 binding (49, 50). GFI1/GFI1B–
LSD1 interaction is involved in the downregulation of genes 
associated with the endothelial program and development of the 
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FigURe 2 | Lysine-specific demethylase 1A (LSD1) dual functions as transcriptional repressor and activator. LSD1 regulates chromatin accessibility through its 
demethylating activity on histone H3 Lys4 and Lys9 residues. On the left, LSD1 binds to the CoREST or nucleosome remodeling and deacetylase repressive 
complex thus demethylating mono- and dimethyl-group on histone H3K4 and allowing genes transcriptional repression. On the right, following androgen receptor or 
estrogen receptor binding, LSD1 promotes transcriptional activation by demethylating mono- and dimethyl-group on histone H3K9.
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cardiovascular system, and in the activation of genes associated 
with HSCs generation and maturation (Figure 3) (51).

Role of LSD1 in Adult Hematopoiesis
In vivo experiments of LSD1 conditional deletion in fetal 
(VavCre) and adult (Mx1Cre) hematopoietic cells show that 
LSD1 loss causes defects in long-term hematopoietic stem cells 
self-renewal. At the same time, however, LSD1-deficiency causes 
severe pancytopenia and impaired HSCs differentiation toward 
immature progenitors and mature granulocytes and erythrocytes 
(52). These latest results were corroborated by another study that 
used an in  vivo stable conditional knockdown model of LSD1 
(shLSD1), where it was shown that LSD1 is required for terminal 
granulocytic, erythroid, and megakaryocytic maturation (53).

Mechanistically, several studies are suggesting that LSD1 
exerts negative regulation of HSCs self-renewal by functionally 
interacting with critical transcription factors involved in stem 

cell maintenance, and repressing stem and progenitor gene 
expression programs (52). For example, in HSCs and hemato-
poietic progenitors, LSD1 co-localizes in the nucleus with 
Sal-like protein 4 (SALL4), a zing-finger transcription factor 
involved in promoting self-renewal and expansion of HSCs. 
LSD1 negatively regulates both SALL4 itself, as its mRNA level 
was found increased upon LSD1 silencing, as well as expression 
of its target genes by acting on H3K4 methylation at their pro-
moters (Figure 3) (54).

During hematopoietic differentiation, the regulatory functions 
of LSD1 are mediated by its interactions with RCOR proteins of 
the CoREST complex and transcription factors like Tal1 and 
GFI1 (Figure 3) (15). In undifferentiated cells, Tal1 (also known 
as Scl1) is phosphorylated at serine 172 in the LSD1-interacting 
domain. This modification allows LSD1–Tal1 interaction and 
LSD1 binding to promoters of Tal1-target genes involved in HSCs 
self-renewal, thus repressing their transcription through the 
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FigURe 3 | The complex function of lysine-specific demethylase 1A (LSD1) in hematopoiesis. During embryonic development, LSD1 promotes expansion and 
maturation of hematopoietic stem and progenitor cells by regulating Evt2 expression and downregulating genes involved in endothelial commitment through 
binding to GFI1 and GFI1B. In adult hematopoiesis, LSD1 limits hematopoietic stem cells self-renewal through Sal-like protein 4 and Tal1 binding; at the same 
time it promotes hematopoietic differentiation toward neutrophils, erythrocytes, and megakaryocytes through specific binding to RCOR1/CoREST and GFI1 and 
GFI1B. Moreover, LSD1–Tal1 complex regulates erythroid differentiation through GATA2 binding and expression of the Gata1 gene at different stages of 
hematopoiesis.
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regulation of H3K4 methylation status (55, 56). Recently, it has 
been shown that LSD1–Tal1 complexes associate with the GATA2 
transcription factor during erythropoietic differentiation. At early 
stages of erythropoiesis, this complex downregulates Gata1 gene 
expression, while later in the differentiation, LSD1 is released 
from GATA2 and promotes expression of GATA1, an important 
driver of erythroid differentiation (57). In addition, LSD1 and 
RCOR1 also associate with the GFI1 and GFI1B transcription 
factors, which critically regulate differentiation to neutrophils, 
erythrocytes, and megakaryocytes, to repress expression of their 
target genes (58). In conclusion, it is believed that hematopoietic 
differentiation defects observed in LSD1-deficient cells may be 
caused by the untimely and uncontrolled activity of these tran-
scription factors (15).

Considering the key role of LSD1 in hematopoiesis, its 
regulation becomes fundamental in pathological conditions like 
emergency hematopoiesis, a condition in which HSCs respond 
to severe infections by expanding the production of immune 
cells. Indeed, upon viral or bacterial infections, TNFα and 
IL1β inflammatory cytokines suppress LSD1 activity through 
miRNA-driven mechanism and induce HSCs proliferation and 
differentiation (59).

RegULATiON AND FUNCTiON OF  
LSD1 iN AML

Unlike other epigenetic regulators like the histone methyltrans-
ferase MLL1, LSD1 has not been found mutated in AML, but 
it is highly expressed in leukemic blasts in about 60% of AML 
patients as well as in other hematological malignancies (14). LSD1 
overexpression does not appear to characterize distinct AML 
subtypes with specific genetic modifications; however, LSD1 is 
one of the genes with highest expression in leukemia stem cells 
(LSCs) (60), thus suggesting that it may play important functions 
in regulating leukemia maintenance and relapse. In line with this 
hypothesis, LSD1 was described as a critical regulator of LSCs 
potential in a mouse model of MLL-AF9-driven AML (16), by 
binding to genomic loci controlled by MLL–AF9 and promoting 
the expression of oncogenic gene expression signatures while 
inhibiting differentiation and apoptosis. Moreover, LSD1 knock-
down or inhibition impaired the clonogenic and repopulating 
potential of AML LSCs, while sparing normal hematopoietic 
stem cells (16), thus indicating that LSD1 inhibition could be 
exploited as a safe strategy for targeting AML, especially AML 
repopulating cells.
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TABLe 1 | LSD1 inhibitors currently tested in clinical trials for acute myeloid leukemia (AML).

Study Phase Trial number Disease(s) Drug(s)

A phase I study of pharmacokinetics and  
safety of ORY1001

I/II EudraCT 
2013-002447-29

Relapsed or refractory AML ORY1001 (RG6016) (Oryzon Genomics 
Barcelona, Spain)

Phase 1 study of IMG7289 with or without  
all-trans retinoic acid (ATRA)

I NCT02842827 AML and myelodysplastic syndromes IMG7289 (Imago Biosciences), ATRA

Phase 1 study of TCP and ATRA I NTC02273102 AML and myelodysplastic syndromes Tranylcypromine (TCP)
Tretinoin (ATRA)

Phase I/II trial of TCP and ATRA I/II NCT02261779 Relapsed or Refractory AML Tranylcypromine (TCP)
Tretinoin (ATRA)
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More recently, two studies have confirmed that LSD1 plays 
critical functions in AML, by acting as a positive regulator of 
proliferation and self-renewal, and negatively impacting cell dif-
ferentiation programs. Fang et al. showed that shRNA-mediated 
inhibition of LSD1 in AML cells, contrary to what had been 
previously described in the normal hematopoietic system, causes 
a remarkable transcriptional activation of myeloid lineage genes 
(CD11b/ITGAM and CD86), along with a reduction of AML cell 
proliferation and clonogenic ability. Chromatin immunoprecipi-
tation analyses revealed that LSD1 silencing is accompanied by 
a specific increase of H3K4me2 and H3K4me3 modifications 
specifically at the promoter regions of CD11b and CD86, whereas 
global H3K4me2 levels remain constant, as previously reported 
(61). Cusan et al. performed a comparative assessment of chroma-
tin dynamics during the treatment of MLL-AF9-driven murine 
leukemia and MLL-rearranged patient-derived xenografts with 
differentiation-inducing epigenetic therapies targeting LSD1 
and DOT1L. Intriguingly, while the LSD1 inhibiting agent 
caused global gains in chromatin accessibility, treatment with 
the DOT1L inhibitor EPZ4777 caused an opposite phenotype. 
Moreover, diminished expression of two transcription factors 
that control differentiation-related genes (C/EBPα and PU.1) 
generated resistance to LSD1 inhibition, thus suggesting that 
pharmacological inhibition of LSD1 may represent a unique path 
to overcome the differentiation block of AML (62).

Although these studies consistently suggest that LSD1 expres-
sion is important for AML development and/or maintenance, 
particularly in the presence of MLL mutations, transgenic mice 
overexpressing LSD1 in hematopoietic stem and progenitor cells 
showed increased stem cells self-renewal through upregulation of 
HOXA, but did not develop overt leukemia (63). These observa-
tions, coherently with LSD1 not being mutated in AML, indicate 
that LSD1 overexpression may be a secondary event during 
acute myeloid leukemogenic. Nonetheless, neoplastic cells that 
overexpress LSD1 appear to critically depend on its gene regula-
tion activity, and inhibiting LSD1 functions is being increasingly 
investigated as a new therapeutic approach.

LSD1 iNHiBiTORS iN CLiNiCAL 
DeveLOPMeNT iN AML

One important rationale to develop LSD1 inhibitors for AML 
treatment came from preclinical studies, where LSD1 inhibition 
was coupled with all-trans retinoic acid (ATRA) with the aim 
of de-repressing myeloid differentiation genes and sensitizing 

non-APL AMLs to ATRA-induced differentiation, thus expan-
ding the extraordinary benefit of differentiation therapy beyond 
the boundaries of APL (17). In the same year, it was observed 
that pharmacological inhibition or genetic knockdown of LSD1 
induced exhaustion of LSCs in a mouse model of MLL-AF9-
driven AML (16). Molecular characterization of LSD1 inhibition 
revealed that in LSCs LSD1 crucially regulates the expression of 
oncogenic MLL–AF9 target genes by modifying H3K4 methyla-
tion at their promoters (16).

These studies provided the first clues that LSD1 inhibition, 
either as monotherapy or in combination with ATRA, could 
provide a new promising approach for treating AML. Since then, 
in the last decade several reversible and irreversible LSD1 inhibi-
tors have been developed and tested in preclinical AML models, 
with some of them entering clinical investigation (Table  1) 
(15). Overall these compounds appear to exert promising anti-
leukemic functions primarily by altering stem cell programs, 
inhibiting proliferation, and restoring myeloid differentiation 
in AML cells, with increased efficacy for leukemia subtypes car-
rying MLL and AML1 rearrangements, NPM1 mutations, and 
erythroid and megakaryoblastic differentiation block (15). These 
effects are markedly enhanced in combination with ATRA or 
histone deacetylase inhibitors (HDACs) with little toxicity (64).

irreversible LSD1 inhibitors
Most inhibitors of LSD1 have been designed by modifying the 
structure of tranylcypromine (TCP), an antidepressant originally 
developed to target the monoamine oxidases A and B (MAO-A 
and MAO-B), which are structurally related to LSD1. Upon the 
initial description of TCP as an irreversible inhibitor of LSD1 
(65), many TCP derivatives with increased selectiveness over 
MAOs and/or decreased toxicity toward normal erythrocytes 
have been generated, and a handful of them is currently tested 
in clinical trials for AML (see Table 1) as well as other neoplastic 
diseases (15). In addition, reversible LSD1 inhibitors have been 
generated more recently (15). In general terms, while irreversible 
inhibitors have long-lasting effects on the target of interest but 
can also show long-lasting off-target effects if the compound is 
non-specific, reversible inhibitors may provide a safer profile. 
Due to the novelty of this targeted strategy however, the specific 
and side effects of different LSD1 inhibitors in patients are only 
beginning to be characterized, and the benefit of specific strate-
gies will emerge soon.

The most potent and selective LSD1 inhibitor to date is 
ORY-1001 (PubChem CID: 71664305), designed by Oryzon 
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Genomics from the structure of TCP. A complete in vitro and 
preclinical characterization of ORY-1001 has been recently 
provided, with some preliminary data from an ongoing clinical 
trial (66). ORY-1001 induces cell differentiation followed by 
reduction of cell growth and clonogenicity particularly in AML 
cells carrying MLL translocations or belonging to the M4 and 
M5 FAB subgroups (66). In addition, the authors performed a 
molecular characterization of gene expression and H3K4 meth-
ylation profiles, showing that a number of genes are regulated 
upon LSD1 inhibition, many involved in myeloid differentiation, 
and changes in H3K4 methylation explain only partially gene 
expression modifications. Nonetheless, a gene signature of LSD1 
inhibition was identified in cell lines and validated in patients, 
thus indicating that treatment efficacy could be easily monitored 
in ongoing trials. Finally, the authors confirmed that LSD1 
inhibition synergizes with standard of care and experimental 
treatments like ATRA, ARA-C, FLT3 inhibition, and other 
epigenetic inhibitors (66).

Other irreversible LSD1 inhibitors tested in phase I clinical 
trials in AML patients are GSK2879552 (GlaxoSmithKline) and 
IMG7289 (Imago Biosciences). GSK2879552 was identified as a 
potent, selective, orally bioavailable small molecule inhibitor of 
LSD1 in 2015 (67). However, despite showing a remarkable anti-
proliferative activity in both AML and small cell lung carcinoma 
cell lines (67), a phase I dose escalation study of GSK2879552 
in subjects with AML has recently stopped as the risk benefit 
in relapsed refractory AML does not favor continuation of the 
study (CT identifier: NCT02177812). In contrast, IMG7289 is 
still under investigation both as single agent and in combination 
with ATRA in patients with AML and myelodysplastic syndrome 
(CT identifier: NCT02842827). This compound shows promising 
therapeutic efficacy by causing global gain in chromatin acces-
sibility for PU.1 and C/EBPα transcription factors, coinciding 
with the induction of myeloid differentiation in MLL-rearranged 
AMLs (62).

In the framework of irreversible LSD1 inhibitors that have not 
yet been tested in patients, INCB059872 (Incyte) and T3775440 
(Takeda) are noteworthy. The recently developed INCB059872 is 
a potent and selective LDS1 inhibitor that delays cellular prolif-
eration and induces differentiation in AML cell lines and primary 
human AML cells. Moreover, oral administration of INCB059872 
significantly inhibited tumor growth and prolonged survival of 
MLL–AF9 expressing leukemic mice (15). Furthermore, preclini-
cal studies combining INCB059872 with the pro-differentiating 
agent ATRA showed synergism in promoting AML cells differ-
entiation and apoptosis in human AML cells. Collectively, these 
data provide a scientific rationale for the clinical evaluation of 
INCB059872 and ATRA in AML patients (15).

In 2017, Ishikawa et al. described the anti-leukemic activities 
of another selective and potent LSD1 inhibitor: T3775440. This 
compound showed selectivity against erythroid and mega-
karyocytic leukemic cell lines, and promoted growth inhibition 
and transdifferentiation into granulomonocytic-like cells (68). 
Mechanistically, the effect of T3775440 was linked to its role in 
the disruption of LSD1–GFI1B interaction, which is a critical 
negative regulator in definitive erythroid and megakaryocytic dif-
ferentiation. As a consequence, T3775440-mediated dissociation 

of the LSD1–GFI1B complex induces transcriptional derepres-
sion of GFI1B target genes leading to cell transdifferentiation 
and growth inhibition and/or apoptosis in GFI1B-expressing 
acute erythroid leukemia and acute megakaryoblastic leukemia 
cell lines (68), thus suggesting its use for the treatment of M6 and 
M7 AML patients.

Reversible LSD1 inhibitors
In recent years, a number of non-covalent reversible LSD1 
inhibitors have been generated with the advantages to show 
a safer metabolic profile, promising preclinical anti-leukemic 
proprieties, and low nanomolar potency (15). Among these 
compounds, SP2509 (Salarius Pharmaceuticals) is particularly 
interesting. Experiments on AML cell lines and AML primary 
cells demonstrated that SP2509 inhibits cell proliferation and 
promotes cell differentiation and apoptosis without inducing 
any un-related in  vivo toxicity. Interestingly, this compound 
is lethal against AML expressing MLL-rearrangements and, 
interestingly, also NMP1 mutation (64), suggesting that use of 
this compound may be extended beyond the spectrum of MLL-
rearranged AMLs.

Overall, these studies indicate that activity of LSD1 inhibi-
tors as single agents may be limited in AML, by being restricted 
to specific categories of patients. However, rational drug com-
bination studies have shown more promising results in AML 
clinical trials. For example SP2509 has shown a significant 
synergistic lethality of primary AML blasts and prolonged sur-
vival in xenograft AML mouse models when combined with the 
HDAC inhibitor panobinostat compared to either agent alone 
(64). Moreover, as stated at the beginning of this paragraph, a 
number of LSD1 inhibitors are being tested as differentiation-
licensing factors in combination with ATRA (Table  1). 
Finally, recent data showed that combined inhibition of LSD1 
and EZH2 acted synergistically against AML by promoting 
upregulation of H3K4me1/2 and H3K9Ac and downregula-
tion of H3K27me3, and leading to decreased expression of the 
anti-apoptotic protein Bcl-2. These epigenetic alterations also 
compromise mitochondrial respiration capacity and glycolytic 
activity and resulted in ATP depletion, a key event contributing 
to the potent cytotoxic effect of the drug combination. These 
findings report a novel therapeutic approach against AML by 
combining two small molecules that inhibit different histone 
methylation-modulating proteins with apparently opposite 
enzyme activities (69).

CONCLUSiON

Epigenetic modifying drugs broadly influence gene expres-
sion and have the potential to correct the dysregulated 
transcriptome of AML. Within this category, LSD1 inhibitors 
constitute a promising epigenetic approach to treat AML, 
and many clinical trials are currently underway worldwide  
(15, 18). However, despite significant progress in understan-
ding some functional aspects of LSD1 biology, the biochemical 
mechanisms underlying its involvement in transcriptional 
activation are not firmly established, and its blockade may be 
having broader consequences than anticipated. We expect that 
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in the near future a deeper characterization of the molecular 
functions of LSD1 in leukemia along with the results of these 
first clinical studies will result in clearer understanding of 
epigenetic regulatory mechanisms in AML and improved 
treatment of patients.

AUTHOR CONTRiBUTiONS

SM and RB conceived and designed the review. SM, RB, and DM 
wrote the paper and engaged in active discussion. DM composed 
the figures. All authors read and approved the final manuscript.

ReFeReNCeS

1. De Kouchkovsky I, Abdul-Hay M. Acute myeloid leukemia: a comprehen-
sive review and 2016 update. Blood Cancer J (2016) 6(7):e441. doi:10.1038/
bcj.2016.50 

2. Wouters BJ, Delwel R. Epigenetics and approaches to targeted epigenetic 
therapy in acute myeloid leukemia. Blood (2016) 127(1):42–52. doi:10.1182/
blood-2015-07-604512 

3. Becker PB, Workman JL. Nucleosome remodeling and epigenetics. Cold Spring 
Harb Perspect Biol (2013) 5(9):a017905. doi:10.1101/cshperspect.a017905 

4. Vaissiere T, Sawan C, Herceg Z. Epigenetic interplay between histone 
modifications and DNA methylation in gene silencing. Mutat Res (2008) 
659(1–2):40–8. doi:10.1016/j.mrrev.2008.02.004 

5. Liyanage VR, Jarmasz JS, Murugeshan N, Del Bigio MR, Rastegar M, Davie JR. 
DNA modifications: function and applications in normal and disease States. 
Biology (Basel) (2014) 3(4):670–723. doi:10.3390/biology3040670 

6. Gillette TG, Hill JA. Readers, writers, and erasers: chromatin as the 
whiteboard of heart disease. Circ Res (2015) 116(7):1245–53. doi:10.1161/
CIRCRESAHA.116.303630 

7. Hino S, Kohrogi K, Nakao M. Histone demethylase LSD1 controls the pheno-
typic plasticity of cancer cells. Cancer Sci (2016) 107(9):1187–92. doi:10.1111/
cas.13004 

8. Shi Y, Lan F, Matson C, Mulligan P, Whetstine JR, Cole PA, et  al. Histone 
demethylation mediated by the nuclear amine oxidase homolog LSD1. Cell 
(2004) 119(7):941–53. doi:10.1016/j.cell.2004.12.012 

9. Hayami S, Kelly JD, Cho HS, Yoshimatsu M, Unoki M, Tsunoda T, et  al. 
Overexpression of LSD1 contributes to human carcinogenesis through 
chromatin regulation in various cancers. Int J Cancer (2011) 128(3):574–86. 
doi:10.1002/ijc.25349 

10. Zhao ZK, Yu HF, Wang DR, Dong P, Chen L, Wu WG, et al. Overexpression 
of lysine specific demethylase 1 predicts worse prognosis in primary hepa-
tocellular carcinoma patients. World J Gastroenterol (2012) 18(45):6651–6. 
doi:10.3748/wjg.v18.i45.6651 

11. Jie D, Zhongmin Z, Guoqing L, Sheng L, Yi Z, Jing W, et al. Positive expression 
of LSD1 and negative expression of E-cadherin correlate with metastasis and 
poor prognosis of colon cancer. Dig Dis Sci (2013) 58(6):1581–9. doi:10.1007/
s10620-012-2552-2 

12. Nagasawa S, Sedukhina AS, Nakagawa Y, Maeda I, Kubota M, Ohnuma S,  
et al. LSD1 overexpression is associated with poor prognosis in basal-like breast 
cancer, and sensitivity to PARP inhibition. PLoS One (2015) 10(2):e0118002. 
doi:10.1371/journal.pone.0118002 

13. Zhang X, Yu B, Hu R, Hao L. Oncogene LSD1 is epigenetically suppressed 
by miR-137 overexpression in human non-small cell lung cancer. Biochimie 
(2017) 137:12–9. doi:10.1016/j.biochi.2017.02.010 

14. Niebel D, Kirfel J, Janzen V, Holler T, Majores M, Gutgemann I. Lysine-specific 
demethylase 1 (LSD1) in hematopoietic and lymphoid neoplasms. Blood 
(2014) 124(1):151–2. doi:10.1182/blood-2014-04-569525 

15. Castelli G, Pelosi E, Testa U. Targeting histone methyltransferase and demet-
hylase in acute myeloid leukemia therapy. Onco Targets Ther (2018) 11:131–55. 
doi:10.2147/OTT.S145971 

16. Harris WJ, Huang X, Lynch JT, Spencer GJ, Hitchin JR, Li Y, et al. The histone 
demethylase KDM1A sustains the oncogenic potential of MLL-AF9 leukemia 
stem cells. Cancer Cell (2012) 21(4):473–87. doi:10.1016/j.ccr.2012.03.014 

17. Schenk T, Chen WC, Gollner S, Howell L, Jin L, Hebestreit K, et al. Inhibition 
of the LSD1 (KDM1A) demethylase reactivates the all-trans-retinoic acid dif-
ferentiation pathway in acute myeloid leukemia. Nat Med (2012) 18(4):605–11. 
doi:10.1038/nm.2661 

18. Mould DP, McGonagle AE, Wiseman DH, Williams EL, Jordan AM. Rever-
sible inhibitors of LSD1 as therapeutic agents in acute myeloid leukemia: 
clinical significance and progress to date. Med Res Rev (2015) 35(3):586–618. 
doi:10.1002/med.21334 

19. Huang J, Sengupta R, Espejo AB, Lee MG, Dorsey JA, Richter M, et al. p53 
is regulated by the lysine demethylase LSD1. Nature (2007) 449(7158):105–8. 
doi:10.1038/nature06092 

20. Wang J, Hevi S, Kurash JK, Lei H, Gay F, Bajko J, et al. The lysine demethylase 
LSD1 (KDM1) is required for maintenance of global DNA methylation. Nat 
Genet (2009) 41(1):125–9. doi:10.1038/ng.268 

21. Xie Q, Bai Y, Wu J, Sun Y, Wang Y, Zhang Y, et al. Methylation-mediated reg-
ulation of E2F1 in DNA damage-induced cell death. J Recept Signal Transduct 
Res (2011) 31(2):139–46. doi:10.3109/10799893.2011.552914 

22. Kim Y, Nam HJ, Lee J, Park DY, Kim C, Yu YS, et al. Methylation-dependent 
regulation of HIF-1alpha stability restricts retinal and tumour angiogenesis. 
Nat Commun (2016) 7:10347. doi:10.1038/ncomms10347 

23. Kozub MM, Carr RM, Lomberk GL, Fernandez-Zapico ME. LSD1, a 
double-edged sword, confers dynamic chromatin regulation but commonly 
promotes aberrant cell growth. F1000Res (2017) 6:2016. doi:10.12688/
f1000research.12169.1 

24. Niwa H, Umehara T. Structural insight into inhibitors of flavin adenine dinu-
cleotide-dependent lysine demethylases. Epigenetics (2017) 12(5):340–52.  
doi:10.1080/15592294.2017.1290032 

25. Biasini M, Bienert S, Waterhouse A, Arnold K, Studer G, Schmidt T, et  al. 
SWISS-MODEL: modelling protein tertiary and quaternary structure 
using evolutionary information. Nucleic Acids Res (2014) 42(Web Server 
issue):W252–8. doi:10.1093/nar/gku340 

26. Stavropoulos P, Blobel G, Hoelz A. Crystal structure and mechanism of human 
lysine-specific demethylase-1. Nat Struct Mol Biol (2006) 13(7):626–32. 
doi:10.1038/nsmb1113 

27. Aravind L, Iyer LM. The SWIRM domain: a conserved module found in chro-
mosomal proteins points to novel chromatin-modifying activities. Genome 
Biol (2002) 3(8):RESEARCH0039. doi:10.1186/gb-2002-3-8-research0039 

28. Metzger E, Wissmann M, Yin N, Muller JM, Schneider R, Peters AH, et al. 
LSD1 demethylates repressive histone marks to promote androgen-recep-
tor-dependent transcription. Nature (2005) 437(7057):436–9. doi:10.1038/
nature04020 

29. Forneris F, Binda C, Adamo A, Battaglioli E, Mattevi A. Structural basis of 
LSD1-CoREST selectivity in histone H3 recognition. J Biol Chem (2007) 
282(28):20070–4. doi:10.1074/jbc.C700100200 

30. Burg JM, Gonzalez JJ, Maksimchuk KR, McCafferty DG. Lysine-specific 
demethylase 1A (KDM1A/LSD1): product recognition and kinetic analysis 
of full-length histones. Biochemistry (2016) 55(11):1652–62. doi:10.1021/acs.
biochem.5b01135 

31. Yoneyama M, Tochio N, Umehara T, Koshiba S, Inoue M, Yabuki T, et  al. 
Structural and functional differences of SWIRM domain subtypes. J Mol Biol 
(2007) 369(1):222–38. doi:10.1016/j.jmb.2007.03.027 

32. Pilotto S, Speranzini V, Tortorici M, Durand D, Fish A, Valente S, et  al. 
Interplay among nucleosomal DNA, histone tails, and corepressor CoREST 
underlies LSD1-mediated H3 demethylation. Proc Natl Acad Sci U S A (2015) 
112(9):2752–7. doi:10.1073/pnas.1419468112 

33. Marabelli C, Marrocco B, Mattevi A. The growing structural and functional 
complexity of the LSD1/KDM1A histone demethylase. Curr Opin Struct Biol 
(2016) 41:135–44. doi:10.1016/j.sbi.2016.07.011 

34. Hojfeldt JW, Agger K, Helin K. Histone lysine demethylases as targets for 
anticancer therapy. Nat Rev Drug Discov (2013) 12(12):917–30. doi:10.1038/
nrd4154 

35. Maiques-Diaz A, Somervaille TC. LSD1: biologic roles and therapeutic target-
ing. Epigenomics (2016) 8(8):1103–16. doi:10.2217/epi-2016-0009 

36. You A, Tong JK, Grozinger CM, Schreiber SL. CoREST is an integral compo-
nent of the CoREST- human histone deacetylase complex. Proc Natl Acad Sci 
U S A (2001) 98(4):1454–8. doi:10.1073/pnas.98.4.1454 

37. Baron R, Vellore NA. LSD1/CoREST is an allosteric nanoscale clamp regulated 
by H3-histone-tail molecular recognition. Proc Natl Acad Sci U S A (2012) 
109(31):12509–14. doi:10.1073/pnas.1207892109 

https://www.frontiersin.org/Oncology/
https://www.frontiersin.org
https://www.frontiersin.org/oncology/archive
https://doi.org/10.1038/bcj.2016.50
https://doi.org/10.1038/bcj.2016.50
https://doi.org/10.1182/blood-2015-07-604512
https://doi.org/10.1182/blood-2015-07-604512
https://doi.org/10.1101/cshperspect.a017905
https://doi.org/10.1016/j.mrrev.2008.02.004
https://doi.org/10.3390/biology3040670
https://doi.org/10.1161/CIRCRESAHA.116.303630
https://doi.org/10.1161/CIRCRESAHA.116.303630
https://doi.org/10.1111/cas.13004
https://doi.org/10.1111/cas.13004
https://doi.org/10.1016/j.cell.2004.12.012
https://doi.org/10.1002/ijc.25349
https://doi.org/10.3748/wjg.v18.i45.6651
https://doi.org/10.1007/s10620-012-2552-2
https://doi.org/10.1007/s10620-012-2552-2
https://doi.org/10.1371/journal.pone.0118002
https://doi.org/10.1016/j.biochi.2017.02.010
https://doi.org/10.1182/blood-2014-04-569525
https://doi.org/10.2147/OTT.S145971
https://doi.org/10.1016/j.ccr.2012.03.014
https://doi.org/10.1038/nm.2661
https://doi.org/10.1002/med.21334
https://doi.org/10.1038/nature06092
https://doi.org/10.1038/ng.268
https://doi.org/10.3109/10799893.2011.552914
https://doi.org/10.1038/ncomms10347
https://doi.org/10.12688/f1000research.12169.1
https://doi.org/10.12688/f1000research.12169.1
https://doi.org/10.1080/15592294.2017.1290032
https://doi.org/10.1093/nar/gku340
https://doi.org/10.1038/nsmb1113
https://doi.org/10.1186/gb-2002-3-8-research0039
https://doi.org/10.1038/nature04020
https://doi.org/10.1038/nature04020
https://doi.org/10.1074/jbc.C700100200
https://doi.org/10.1021/acs.biochem.5b01135
https://doi.org/10.1021/acs.biochem.5b01135
https://doi.org/10.1016/j.jmb.2007.03.027
https://doi.org/10.1073/pnas.1419468112
https://doi.org/10.1016/j.sbi.2016.07.011
https://doi.org/10.1038/nrd4154
https://doi.org/10.1038/nrd4154
https://doi.org/10.2217/epi-2016-0009
https://doi.org/10.1073/pnas.98.4.1454
https://doi.org/10.1073/pnas.1207892109


9

Magliulo et al. LSD1 Inhibition in AML

Frontiers in Oncology | www.frontiersin.org July 2018 | Volume 8 | Article 255

38. Shi YJ, Matson C, Lan F, Iwase S, Baba T, Shi Y. Regulation of LSD1 histone 
demethylase activity by its associated factors. Mol Cell (2005) 19(6):857–64. 
doi:10.1016/j.molcel.2005.08.027 

39. Forneris F, Binda C, Dall’Aglio A, Fraaije MW, Battaglioli E, Mattevi A. 
A highly specific mechanism of histone H3-K4 recognition by histone 
demethylase LSD1. J Biol Chem (2006) 281(46):35289–95. doi:10.1074/jbc.
M607411200 

40. Lan F, Collins RE, De Cegli R, Alpatov R, Horton JR, Shi X, et al. Recognition 
of unmethylated histone H3 lysine 4 links BHC80 to LSD1-mediated gene 
repression. Nature (2007) 448(7154):718–22. doi:10.1038/nature06034 

41. Wang Y, Zhang H, Chen Y, Sun Y, Yang F, Yu W, et al. LSD1 is a subunit of 
the NuRD complex and targets the metastasis programs in breast cancer. Cell 
(2009) 138(4):660–72. doi:10.1016/j.cell.2009.05.050 

42. Patel D, Shimomura A, Majumdar S, Holley MC, Hashino E. The histone 
demethylase LSD1 regulates inner ear progenitor differentiation through 
interactions with Pax2 and the NuRD repressor complex. PLoS One (2018) 
13(1):e0191689. doi:10.1371/journal.pone.0191689 

43. Perillo B, Ombra MN, Bertoni A, Cuozzo C, Sacchetti S, Sasso A, et al. DNA 
oxidation as triggered by H3K9me2 demethylation drives estrogen-induced 
gene expression. Science (2008) 319(5860):202–6. doi:10.1126/science.1147674 

44. Bennesch MA, Segala G, Wider D, Picard D. LSD1 engages a corepressor 
complex for the activation of the estrogen receptor alpha by estrogen and 
cAMP. Nucleic Acids Res (2016) 44(18):8655–70. doi:10.1093/nar/gkw522 

45. Wang J, Scully K, Zhu X, Cai L, Zhang J, Prefontaine GG, et  al. Opposing 
LSD1 complexes function in developmental gene activation and repression 
programmes. Nature (2007) 446(7138):882–7. doi:10.1038/nature05671 

46. Foster CT, Dovey OM, Lezina L, Luo JL, Gant TW, Barlev N, et al. Lysine-
specific demethylase 1 regulates the embryonic transcriptome and CoREST 
stability. Mol Cell Biol (2010) 30(20):4851–63. doi:10.1128/MCB.00521-10 

47. Gritz E, Hirschi KK. Specification and function of hemogenic endothelium 
during embryogenesis. Cell Mol Life Sci (2016) 73(8):1547–67. doi:10.1007/
s00018-016-2134-0 

48. Takeuchi M, Fuse Y, Watanabe M, Andrea CS, Nakajima H, Ohashi K, 
et  al. LSD1/KDM1A promotes hematopoietic commitment of hemangio-
blasts through downregulation of Etv2. Proc Natl Acad Sci U S A (2015) 
112(45):13922–7. doi:10.1073/pnas.1517326112 

49. Lin Y, Wu Y, Li J, Dong C, Ye X, Chi YI, et al. The SNAG domain of Snail1 
functions as a molecular hook for recruiting lysine-specific demethylase 1. 
EMBO J (2010) 29(11):1803–16. doi:10.1038/emboj.2010.63 

50. Velinder M, Singer J, Bareyan D, Meznarich J, Tracy CM, Fulcher JM, et al. 
GFI1 functions in transcriptional control and cell fate determination require 
SNAG domain methylation to recruit LSD1. Biochem J (2016) 473(19):3355–
69. doi:10.1042/BCJ20160558 

51. Thambyrajah R, Mazan M, Patel R, Moignard V, Stefanska M, Marinopoulou E,  
et al. GFI1 proteins orchestrate the emergence of haematopoietic stem cells 
through recruitment of LSD1. Nat Cell Biol (2016) 18(1):21–32. doi:10.1038/
ncb3276 

52. Kerenyi MA, Shao Z, Hsu YJ, Guo G, Luc S, O’Brien K, et al. Histone demeth-
ylase Lsd1 represses hematopoietic stem and progenitor cell signatures during 
blood cell maturation. Elife (2013) 2:e00633. doi:10.7554/eLife.00633 

53. Sprussel A, Schulte JH, Weber S, Necke M, Handschke K, Thor T, et al. Lysine-
specific demethylase 1 restricts hematopoietic progenitor proliferation and 
is essential for terminal differentiation. Leukemia (2012) 26(9):2039–51. 
doi:10.1038/leu.2012.157 

54. Liu L, Souto J, Liao W, Jiang Y, Li Y, Nishinakamura R, et  al. Histone 
lysine-specific demethylase 1 (LSD1) protein is involved in Sal-like protein 
4 (SALL4)-mediated transcriptional repression in hematopoietic stem cells. 
J Biol Chem (2013) 288(48):34719–28. doi:10.1074/jbc.M113.506568 

55. Hu X, Li X, Valverde K, Fu X, Noguchi C, Qiu Y, et al. LSD1-mediated epi-
genetic modification is required for TAL1 function and hematopoiesis. Proc 
Natl Acad Sci U S A (2009) 106(25):10141–6. doi:10.1073/pnas.0900437106 

56. Li Y, Deng C, Hu X, Patel B, Fu X, Qiu Y, et al. Dynamic interaction between 
TAL1 oncoprotein and LSD1 regulates TAL1 function in hematopoiesis and 
leukemogenesis. Oncogene (2012) 31(48):5007–18. doi:10.1038/onc.2012.8 

57. Guo Y, Fu X, Huo B, Wang Y, Sun J, Meng L, et al. GATA2 regulates GATA1 
expression through LSD1-mediated histone modification. Am J Transl Res 
(2016) 8(5):2265–74. 

58. Saleque S, Kim J, Rooke HM, Orkin SH. Epigenetic regulation of hematopoi-
etic differentiation by Gfi-1 and Gfi-1b is mediated by the cofactors CoREST 
and LSD1. Mol Cell (2007) 27(4):562–72. doi:10.1016/j.molcel.2007.06.039 

59. Wang J, Saijo K, Skola D, Jin C, Ma Q, Merkurjev D, et al. Histone demethylase 
LSD1 regulates hematopoietic stem cells homeostasis and protects from 
death by endotoxic shock. Proc Natl Acad Sci U S A (2018) 115(2):E244–52. 
doi:10.1073/pnas.1718759114 

60. Goardon N, Marchi E, Atzberger A, Quek L, Schuh A, Soneji S, et  al. 
Coexistence of LMPP-like and GMP-like leukemia stem cells in acute myeloid 
leukemia. Cancer Cell (2011) 19(1):138–52. doi:10.1016/j.ccr.2010.12.012 

61. Fang J, Ying H, Mao T, Fang Y, Lu Y, Wang H, et al. Upregulation of CD11b 
and CD86 through LSD1 inhibition promotes myeloid differentiation and 
suppresses cell proliferation in human monocytic leukemia cells. Oncotarget 
(2017) 8(49):85085–101. doi:10.18632/oncotarget.18564 

62. Cusan M, Cai SF, Mohammad HP, Krivtsov A, Chramiec A, Loizou E, et al. 
LSD1 inhibition exerts its anti-leukemic effect by recommissioning PU.1- and 
C/EBPalpha-dependent enhancers in AML. Blood (2018) 131(15):1730–42. 
doi:10.1182/blood-2017-09-807024 

63. Wada T, Koyama D, Kikuchi J, Honda H, Furukawa Y. Overexpression of the 
shortest isoform of histone demethylase LSD1 primes hematopoietic stem cells 
for malignant transformation. Blood (2015) 125(24):3731–46. doi:10.1182/
blood-2014-11-610907 

64. Fiskus W, Sharma S, Shah B, Portier BP, Devaraj SG, Liu K, et  al. Highly 
effective combination of LSD1 (KDM1A) antagonist and pan-histone deacety-
lase inhibitor against human AML cells. Leukemia (2014) 28(11):2155–64. 
doi:10.1038/leu.2014.119 

65. Lee MG, Wynder C, Schmidt DM, McCafferty DG, Shiekhattar R. Histone H3 
lysine 4 demethylation is a target of nonselective antidepressive medications. 
Chem Biol (2006) 13(6):563–7. doi:10.1016/j.chembiol.2006.05.004 

66. Maes T, Mascaro C, Tirapu I, Estiarte A, Ciceri F, Lunardi S, et al. ORY-1001,  
a potent and selective covalent KDM1A inhibitor, for the treatment of acute leu-
kemia. Cancer Cell (2018) 33(3):495.e–511.e. doi:10.1016/j.ccell.2018.02.002 

67. Mohammad HP, Smitheman KN, Kamat CD, Soong D, Federowicz KE, Van 
Aller GS, et al. A DNA hypomethylation signature predicts antitumor activity 
of LSD1 inhibitors in SCLC. Cancer Cell (2015) 28(1):57–69. doi:10.1016/j.
ccell.2015.06.002 

68. Ishikawa Y, Gamo K, Yabuki M, Takagi S, Toyoshima K, Nakayama K, et al.  
A novel LSD1 inhibitor T-3775440 disrupts GFI1B-containing complex leading 
to transdifferentiation and impaired growth of AML cells. Mol Cancer Ther 
(2017) 16(2):273–84. doi:10.1158/1535-7163.MCT-16-0471 

69. Wen S, Wang J, Liu P, Li Y, Lu W, Hu Y, et al. Novel combination of histone 
methylation modulators with therapeutic synergy against acute myeloid 
leukemia in vitro and in vivo. Cancer Lett (2018) 413:35–45. doi:10.1016/j.
canlet.2017.10.015 

Conflict of Interest Statement: The authors declare that the research was con-
ducted in the absence of any commercial or financial relationships that could be 
construed as a potential conflict of interest.

Copyright © 2018 Magliulo, Bernardi and Messina. This is an open-access 
article distributed under the terms of the Creative Commons Attribution License  
(CC BY). The use, distribution or reproduction in other forums is permitted, provided 
the original author(s) and the copyright owner(s) are credited and that the original 
publication in this journal is cited, in accordance with accepted academic practice. No 
use, distribution or reproduction is permitted which does not comply with these terms.

https://www.frontiersin.org/Oncology/
https://www.frontiersin.org
https://www.frontiersin.org/oncology/archive
https://doi.org/10.1016/j.molcel.2005.08.027
https://doi.org/10.1074/jbc.M607411200
https://doi.org/10.1074/jbc.M607411200
https://doi.org/10.1038/nature06034
https://doi.org/10.1016/j.cell.2009.05.050
https://doi.org/10.1371/journal.pone.0191689
https://doi.org/10.1126/science.1147674
https://doi.org/10.1093/nar/gkw522
https://doi.org/10.1038/nature05671
https://doi.org/10.1128/MCB.00521-10
https://doi.org/10.1007/s00018-016-2134-0
https://doi.org/10.1007/s00018-016-2134-0
https://doi.org/10.1073/pnas.1517326112
https://doi.org/10.1038/emboj.2010.63
https://doi.org/10.1042/BCJ20160558
https://doi.org/10.1038/ncb3276
https://doi.org/10.1038/ncb3276
https://doi.org/10.7554/eLife.00633
https://doi.org/10.1038/leu.2012.157
https://doi.org/10.1074/jbc.M113.506568
https://doi.org/10.1073/pnas.0900437106
https://doi.org/10.1038/onc.2012.8
https://doi.org/10.1016/j.molcel.2007.06.039
https://doi.org/10.1073/pnas.1718759114
https://doi.org/10.1016/j.ccr.2010.12.012
https://doi.org/10.18632/oncotarget.18564
https://doi.org/10.1182/blood-2017-09-807024
https://doi.org/10.1182/blood-2014-11-610907
https://doi.org/10.1182/blood-2014-11-610907
https://doi.org/10.1038/leu.2014.119
https://doi.org/10.1016/j.chembiol.2006.05.004
https://doi.org/10.1016/j.ccell.2018.02.002
https://doi.org/10.1016/j.ccell.2015.06.002
https://doi.org/10.1016/j.ccell.2015.06.002
https://doi.org/10.1158/1535-7163.MCT-16-0471
https://doi.org/10.1016/j.canlet.2017.10.015
https://doi.org/10.1016/j.canlet.2017.10.015
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/

	Lysine-Specific Demethylase 1A 
as a Promising Target in Acute Myeloid Leukemia
	Introduction
	Structure and Functions of LSD1
	LSD1 as a Transcriptional Co-Repressor: H3K4 Demethylation
	LSD1 as a Transcriptional Co-Activator: H3K9 Demethylation

	LSD1 Role in Hematopoiesis
	Role of LSD1 in Embryonic Hematopoiesis
	Role of LSD1 in Adult Hematopoiesis

	Regulation and Function of LSD1 in AML
	LSD1 Inhibitors in Clinical Development in AML
	Irreversible LSD1 Inhibitors
	Reversible LSD1 Inhibitors

	Conclusion
	Author Contributions
	References


